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1. I am the named inventor of this patent application. 

2> I submit this declaration* responseto the office Action of September 23, 2004. 

3 The attached experiments were conducted by me ot at my direction and show that 
*e claimed invention is effective as a treatment for Herpes labialis and Herpes genital*. The 
methods and results of the studies are attached. 

4. To aimimarize, the remits show that treaunent of Herpes laWalis and Herpes 
genius according » the claimed method yields reduced recurrences, reduced frequency of 
occurrences and prolonged the time between occurrences. 
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Herpes labialis 

Bioxnefcricai Analysis of a clinical double-blind jrtndy on rho «ffica.ey of p-jNA ponder in 
the treatment of Herpas labiaEs (KSV 1) 



X£ This baicb V^aS extracted by AG- Med. DiasaOstLk & Tberapia 

A J. This ha£ck wm obtained rro=a Booferiagsr Maanhcixa, today Rocha Qiasnosilcs. 

(Hojghiann-LaRoche aG) 

3ot}< bfiicbds wers extracted irom &&cchnxo?n?£z& cs.reviidae-, Wsih^nfiephaD. 35/78. 



. The worteog hypothesis of this study is that p-NA Powder or XT**, i.e. p-nncleotidrs} 
is op. efficacious .treatment of HSV-1 mictions. 

Tbe aim of this biota etrical analysis is the eomparisoa of tha treatment groups as -wilfe regerd 
to efficacy. The efficacy asswed "by the absolute recurrence rats during the study y<?^r, the 
amount -of rec-jrrteca^ in observation year, trus chaise of frsq^escy compared to the 
previoTAS year and As tkne to the first rccinrcace in the different treatment groups. 

Ib this study (N * 90) two trestmant groups pC?-T*ea.taent a * 30; XT-Trcatnwant; n ■ 30) ( 

were compared with their respective Placebo groups (n = 3C [2x lis analysis «ra$ 

pexforca,erL with SPSS 12.0 - on account of tho greater part of the evaluation being non- 

parametric al- ■■ 

Jftasnltg fan gigpificflnt; n^gmra level of p,= 008); 

1 0 The XF and the XT treafcnent did lower the absolute recurrence rate over one year of 

study by appcrojrimatejy * 40Yc> (a. beJow) 
2.) .to moxG than 90% of fill cases T3ae wid the XT-treataiBooit could reduce the amount 
of recurrencea to less than four incidents psr year (w£,icli was the mrm'mtra amount of 
recurrences in the year before in. order to be accepted for tie study), la tfeo treatment 
groups 42% had {) recntrejncefl, 39% bad 1 recurrence; 10% had 2 recurrences? 
2% had 3 recurrences:: the rasi were non-rasp on ders. 

3. ) The treatments' caused a very strong reduction of the frequBtacy compared to the 

previous year (a± least Cohens' 1.83). 

4. ) The recurrence rate distribution (i.e. the time to an eventual r*e*t recurrence) v/aa 

si gwScantiy prolonged. 

5. ) The analysis of the differences between tfte XT and ST treatoeot els with regard to tho 

related variables, i.e. recurrence rate, amount of recurrences, development of 
recurrence 2nd dine to first reevtrsnee resulted in no agnrJBccnt differences. 

j^noiusiorx: 

The XF- and the XT-ttoatnaeart had a ^gnifieant and strong eifect on, the absolute recurrence 
rate, the amount of recurrences in the observation year, the development of the amoimt of 
recurrences conxpared to the previcjua year and on the time to the first recurrence in the yzxc 
following the fest Treatment There were no adverse or serious adverse events, nor toxic or 
aHergic phenomena and no deathfl. 
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Herpes genitalis 

Biametrt'cal Anajysis of a cltnicai doubles-blind ytudy on the efficacy of p-NA ponder in QQ 
tie. treatment of Heipw penrtafia (HSV2) ITI 

CO 

The ^onldng hypothecs of this study is tba* p-NA Fowdex jXP* or XT*., i.e. p-nucieotides ) is 
an efficacious treatment of HSV-2 iaftcticn. . 

The aim of this biomefirical analysis is the ooanparisoa of tli<5 trKitoient groups rs with xegard 
to efficacy. The KfiScuoy is assessed by the absolute recurrence rate during: Ibc study year., the 
amount of z^oiwenooa* in the observation year, ttie change of fiequeney compared to the 
previous yuar and the time to the first recurrence ni the difercn: Treatment groins* 



o 



in this study (N =• 9p) two tye^riaassrt groups (XF-Tieatment, c = 30; XT- Treatment, n - 30) * 
wre compared vyith their reapective Placebo gproujK Ca * 30 [2 x 25]). The analysis was 
performed wtb SPSS 12.0 - on account of the greater part of tbo valuation being noj> 
parazaetrical. 

1 0 The XF end the XX treatment did low^r lbs absolute recurrence rate over one year of • 

study by approj^stety < 50%. (s. below) 
2.) In more than 90% of ail oases the XF- and the XT-treaa»sn.t could reduce tho anj'ouai , 
of jecunsscccs to less ft**** four incidents pen: ytar (wujch was the minimurn amount 
recurraaccs in the yea* before in. order to be accepted fbr &c study). In the ^-eAtjaojj,* 
group* 51% Jiad 0 recnrr«aecfl, 31% bad X recurrence; 14 % bad 2 recurrences: 
0 % .bad 3 reewwicflff; tbc restTFerc non-res? cade**- 
3 J The trearmealt? causad a vsry strong reduction of the frequency compared to Cha 
previous jrear Cat least Cokens J c?= 1.85). 

4. ) The recurrence rffto distribution (i.e. the tinje to the ncrtt recurrence;) ivas significantly 

prolonged. 

5. ) the analysis of the differences fccTWreen the XT and XF frsatacnt as with .regard to the 

related -variables, i,© t recurrence rate, amount of rcc\xr&zi&xs 9 deyelcrpzccnt of 
jrfictnxsncc and tjrn© to first recurrence jwrsfced in no rigniilcarrt differences. 

Consju^on; 

Th* XF- Find the XT-ireatmfint iad a sf^nificant aiKj strong effect on the absolute rocurreuea 
rate, the amount of recurrences In the observation year, the ds.McXopm.cni of the a^oount cf 
recurrences compared to the previous y&ax and on the time to the first recurrence in the year 
fancying the first trcatoenr, Tbexs were no adverse or serious adverse events, nor toxic or 
oiler ^ic phenomena and .no deaihs. 

* XF This batch was extracted by AG Med. Dl&gnosnk & T&erapie 
* XT This baicb wna obtained "firaiu BorMnga: MannhedrrL today Hocus Diagnostics, 
(HofxmaTia-L'^Kju cJie AG) 

Both batchri w«re *?rtracted from Saccharr-.Tnycss ccrevisi&e. Weluer^Ttrphan 35/73. 
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